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Patent claims 

1 . A pharmaceutical composition comprising, in admixture, a first active ingredient which is selected 
from a PDE4 inhibitor, a PDE3/4 inhibitor and their pharmaceutical^ acceptable derivatives, and a 
second active ingredient which is selected from a histamine receptor antagonist and its pharma- 
ceutically acceptable derivatives. 

2. A pharmaceutical composition according to claim 1 , wherein the first and/or second active ingre- 
dient is in the form of a pharmaceuticaliy acceptable salt, solvate, N-oxide or solvate of an salt or 
N-oxide. 

3. A pharmaceutical composition according to claim 1 or 2, which is a fixed oral combination. 

4. A pharmaceutical composition according to claim 1 or 2, which is a dry powder for use in a dry 
powder inhaler. 

5. A pharmaceutical composition according to claim 1 or 2, which is an aqueous preparation for 
nasal administration. 

6. A pharmaceutical composition according to claim 1 or 2, in which the PDE4 inhibitor, the PDE3/4 
inhibitor or their pharmaceuticaliy acceptable derivatives and the histamine receptor antagonist or 
its pharmaceuticaliy acceptable derivate is combined with a propeilant to form a composition 
which is delivered using a metered dose inhaler. 

7. A pharmaceutical composition according to any of the claims 1 to 6, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difiuorometh- 
oxy-N-(3,5-dichloropyrid-4-yl)-benzamlde [INN: ROFLUMILAST], (-)-cis-9-ethoxy-8-methoxy-2- 
methyl-1 ,2,3,4,4a, 1 0b-hexahydro-6-(4-diisopropyIaminocarbonylphenyl)-benzo-[c][1 ,6]naphthy- 
ridine [INN: PUMAFENTRINE], 3,5-dichloro-4-[8-methoxy-2-(trifIuoromethyl)quinolin-5-ylcarbox- 
amldo]pyridine-1 -oxide [Research Code: SCH-351591], 3-[3-(cyclopentyloxy)-4-methoxybenzyl]- 
6-(ethylamino)-8-isopropyl-3H-purine [Research-Code: V-11294A], N-[9-methyl-4-oxo-1-phenyl- 
3,4,6 l 7-tetrahydropyrrolo[3,2,1-jk][1,4]benzo-dia2epin-3(R)-yl]pyridine-4-carboxamide [Research- 
Code: CI-1018], 4-(3,4-dimethoxyphenyl)thiazole-2-carboxamideoxime [Research Code: ORG- 
20241], 3,7-dihydro-3-(4-chlorophenyl)-1-propyi-1H-purine-2,6-dione [INN AROFYLLINE], 3-[3- 
(CyclopentyIoxy)-4-methoxybenzylamino]-1H-pyrazole-4-methanol, N-(3,5-dichloro-4-pyridinyl)-2- 
[1-(4-fluorobenzy|)-5-hydroxy-1 H-indol-3-yl]-2-oxoacetamide [Research-Code: AWD-1 2-281], 
N-(3,5-dichIoropyridin-4-yl)-2-[5-fluoro-1-(4-fluorobenzyl)-1H-indol-3-yl]-2-oxoacetam 
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[Research-Code: AWD-12-343], 8-Amino-1,3-bis(cyclopropylmethyl)xanthine [INN: CIPAMFYL- 
LINE], Tetrahydro-5-[4-methoxy-3-[(1 S,2S,4R)-2-norbornyloxy]phenyl]-2(1 H)-pyrimidone [INN: 
ATIZORAM], H-[3-(Cyclopentyloxy)-4-methoxyphenyl]-1 ,3-dihydro-1 ,3-dioxo-2H-isoindole-2-pro- 
panamide [Research -Code: CDC-801], Methanesulfonic acid 2-(2,4-dichlorophenylcarbonyl)-3- 
ureidobenzo-furan-6-yl ester [INN: LIRIMILAST], (Z)-5-(3,5-di-tert-butyl-4-hydroxybenzylidene)-2- 
imidazothiazolidin-4-one [INN: DARBUFELONE], cis-[4-Cyano-4-(3-cyclopenty!oxy-4-methoxy- 
phenyl)cyclohexane-1-carboxylic acid [INN: CILOMILAST] and the compounds with the research 
codes CDC-998, SH-636, D-4396, IC-485, CC-1088 and KW-4490, and the histamine receptor 
antagonist is selected from the group consisting of (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyl]- 
2-pyridineacrylic acid [INN: ACRIVASTINE], ejl-Dihydro-H^I-methyM-piperidylidenJ-SH-ben- 
zo[5,6]cyclohepta-[1,2-b]pyridin [INN: AZATADINE], 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1- 
methyl-1 H-azepin-4-yl)-1 (2H)phthalazinone [INN: AZELASTINE], (+)-(S)-4-[4-[1 -(4-chlorophenyl)- 
1-(2-pyridyl)methoxy]piperidin-1-yl]-butanoic acid [INN: BEPOTASTINE], (plus/minusH2-[4-(p- 
chloro-alpha-phenyibenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE], (+)-2-{2-[(p- 
Chlor-alpha-methyl-alpha phenylbenzyi)oxy]ethyl}-1-methylpyrrolidin [INN: CLEMASTINE], 
8-chloro-6,1 1-dihydro-1 1-(4-piperidylidene)-5H-benzo[5,6]cyclohepta-[1 ,2-b]pyridine [INN: 
DESLORATADINE], [3-(4-Chlorophenyl)-3-pyridin-2-yl-propyl]-dimethylamine [INN: DEXCHLOR- 
PHENIRAMINE] l 4 , -tert-butyl-4-[4-(diphenylmethoxy)piperidino]butyrophenone [INN: EBASTINE], 
[2«[4-[bis(p-fluorophenyl)methyl]-1-piperazinyl]ethoxy]acetic acid [INN: EFLETIRIZINE], 1-(2-eth- 
oxyethyl)-2-(hexahydro-4-methyl-1 H-1 ,4-diazepin-1 -yl)-benzimidazole [INN: EMEDASTINE], 
S-amino^.lSb-dihydro-IH-dibenztc.flimidazotl.S-alazepine [INN: EPINASTINE], (plus/rninus)-p- 
[1 -hydroxy-4-[4-(hydroxydiphenylmethyl)piperidino]-butyl]-alpha-methylhydratropic acid [INN: 
FEXOFENADINE], 3-[4-(8-fluoro-5,1 1-dihydrobenz[b]oxepino[4,3-b]pyridin-1 1-ylidene)-piperidin- 
1-yl]propionic acid [Research Code: HSR-609], (-)-(3S,4R)-1-[cis-4-cyano-4-(p-fluorophenyl)- 
cyclohexyl]-3-methyl-4-phenylisonipecotic acid [INN: LEVOCABASTINE], [2-[4-[(R)-p-chloro- 
alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE], ethyl 4-(8-chIoro- 
5 1 6-dihydro-11H-benzo[5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxyiate[INN: 
LORATADINE], 2-[N-[1 -(4-fluorobenzyi)-1 H-benzimidazol-2-yl]-4-piperidinyl]-N-methyl-amino]- 
pyrimidin-4(3H)-one [INN: MIZOLASTINE], 1-(4-fluorobenzyI)-2-(piperidin-4-ylamino)-1H-benz- 
imidazole [INN: NORASTEMIZOLE], 3-(10,11-dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-N- 
methyl-1-propanamine [INN: NORTRIPTYLINE], 9-methyl-3-(1H-tetrazol-5-yl)-4H-pyrido[1,2-a]- 
pyrimidin-4-one [INN: PEMIROLAST], 8-chloro-11-[1-(5-methylpyridin-3-ylmethyl)piperidin-4-yl- 
idene]-6,11-dihydro-5H-benzo[5,6]cyclohepta[1,2-b]pyridine [INN: RUPATADINE], 1-[2-[(p-chloro- 
alpha-methyl-alpha-phenylbenzyl)oxy]ethyl]hexahydro-1H-azepine [INN: SETASTINE], S-(7-carb- 
oxy-4-hexyl-9-oxoxanthen-2-yl)-S-methylsulfoximine [INN: SUDEXANOX], l-(p-tert-butylphenyl)- 
4-[4 , -(alpha-hydroxydipheny!methyl)-1 , -piperidyl]-butanol [INN: TERFENADINE], N-benzyl-N.N'- 
dimethyl-N-(2-pyridyl)-ethylenediamine [INN: TRIPELENAMINE] and 1-(4-fluorobenzyl)-2-(piperi- 
din-4-ylamino)-1H-benzimidazole [INN: TEC ASTEM IZO LE] . 
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8. A pharmaceutical composition according to any of the claims 1 to 6, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difluorometh- 
oxy-N-(3,5-dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], (-)-cis-9-ethoxy-8-methoxy-2- 
methyM ,2,3,4,48,1 0b-hexahydro-6-(4-diisopropylaminocarbonylphenyl)-benzo-[c][1 ,6]naphthyrl- 
dine [INN: PUMAFENTRINE], 3,5-dichIoro-4-[8-methoxy-2-(trifluoromethyl)quinolln-5-ylcarbox- 
amido]pyridine-1 -oxide [Research Code: SCH-351591], 3-[3-(cyclopentyloxy)-4-™ethoxybenzyl]- 
6-(ethylamlno)-8-isopropyl-3H-purine [Research-Code: V-11294A], N-[9-methyl-4-oxo-1-phenyl- 
3A,6JAe\rahydropyrro\o[3,2 t 1-ik][l ,4]benzo-diazepin-3(R)-yl]pyridine-4-carboxamide [Research- 
Code: CM 01 8], 4-(3,4-dimethoxyphenyl)thiazoIe-2-carboxamide oxime [Research Code: ORG- 
20241], 3,7-dihydro-3-(4-chlorophenyl)-1-propyl-1H-purine-2,6-dione [INN AROFYLLINE], 3-[3- 
(CyclopentyloxyH-methoxybenzylaminol-IH-pyrazoIe^-methanol, N-(3,5-dichloro-4-pyridinyl)-2- 
[1-(4-fluorobenzyl)-5-hydroxy-1 H-indol-3-yl]-2-oxoacetamide [Research-Code: AWD-1 2-281], 
N-(3,5-dichloropyridin-4-yl)^ 

[Research-Code: AWD-12-343], 8-Amino-1,3-bis(cyclopropylmethyl)xanthine [INN: CIPAM- 
FYLLINE], Tetrahydro-5-[4-methoxy-3-[(1S,2S,4R)-2-norbornyloxy]phenyl]-2(1H)-pyrimidone 
[INN: ATIZORAM], (l-[3-(Cyclopentyloxy)-4-methoxyphenyl]-1,3-<lihydro-1 ,3-dioxo-2H-isoindole-2- 
propanamide [Research -Code: CDC-801], Methanesuifonic acid 2-(2,4-dichlorophenyIcarbonyf)- 
3-ureidobenzo-furan-6-yl ester [INN: LIRIMILAST], (Z)-5-(3,5-di-tert-butyl-4-hydroxybenzylidene)- 

2- imidazothiazolidin-4-one [INN: DARBUFELONE], cis-[4-Cyano-4-(3-cyclopentyloxy-4-methoxy- 
phenyl)cyclohexane-1-carboxylic acid [INN: CILOMILAST] and the compounds with the research 
codes CDC-998, SH-636, D-4396, IC-485 and CC-1088, and the histamine receptor antagonist is 
selected from the group consisting of (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyi]-2-pyridineacry- 
lic acid [INN: ACRIVASTINE], 6,1 1-Dihydro-11-(1-methyl-4-piperidyliden)-5H-ben2o[5,6]cyclohep- 
ta-[1,2-b]pyridin [INN: A2ATADINE], 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1H-aze- 
pin-4-yl)-1(2H)phthalazinone [INN: AZELASTINE], (+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)- 
methoxy]piperidin-1-yl]-butanoic acid [INN: BEPOTASTINE], (pIus/minus)-[2-[4-(p-chloro-alpha- 
phenylbenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE], (+)-2-{2-[(p-Chlor-alpha- 
methyi-alpha phenylbenzyl)oxy]ethyl}-1-methy!pyrrolidin [INN: CLEMASTINE], 8-chIoro-6.11- 
dihydro-1 1-(4-piperidylidene)-5H-benzo[5,6]cyc!ohepta-[1,2-b]pyridine [INN: DESLORATADINE], 
[3-(4-ChlorophenyI)-3-pyridin-2-yl-propyl]-dimethylamine [INN: DEXCHLORPHENIRAMINE], 4'- 
tert-butyl-4-[4-(diphenylmethoxy)piperidino]butyrophenone [INN: EBASTINE], [2-[4-[bis(p-fIuoro- 
phenyl)methyl]-1-piperazinyl]ethoxy]acetic acid [INN: EFLETIRIZINE], 1-(2-ethoxyethyl)-2-(hexa- 
hydro-4-methyl-1H-1,4-diazepin-1-yl)-benzimidazole [INN: EMEDASTINE], 3-amino-9,13b-dihy- 
dro-1H-dibenz[c,f]imidazo[1,5-a]azepine [INN: EPINASTINE], (plus/minus)-p-[1-hydroxy-4-[4- 
(hydroxydiphenylmethyl)piperidino)-butyI]-alpha-methylhydratropic acid [INN: FEXOFENADINE], 

3- [4-(8-fluoro-5,1 1-dihydrobenz[b]oxepino[4,3-b]pyridin-1 1-ylidene)-piperidin-1-yI]propionic acid 
[Research Code: HSR-609], (-)-(3S,4R)-1-[cis-4-cyano-4-(p-fIuorophenyl)cyclohexyl]-3-methyl-4- 
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phenylisonipecotic acid [INN: LEVOCABASTINE], [2-[4-[(R)-p-chioro-alpha-phenylbenzyl)-1-pipe- 
razinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE], ethyl 4-(8-chloro-5,6-dihydro-11H-benzo- 
[5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], 2-[N-[1-(4- 
f!uorobenzyl)-1 H-benzimldazol-2-yl]^-piperidinyl]-N-methyl-amino]pyrlmidin-4(3H)-on^ [INN: Ml- 
ZOLASTINE], 1-(4-fluorobenzyl)-2-(piperidln-4-ylamino)-1H-benzimidazole [INN: NORASTEMI- 
ZOLE], 3-(10,1 1-dihydro-5H-dibenzo[a,d]cyc!ohepten-5-ylidene)-N-methyl-1-propanamine [INN: 
NORTRIPTYLINE], 9-methyl-3-(1H-tetrazol-5-yl)-4H--pyrido[1 l 2-a]pyrlmldin-4-one [INN: PEMIRO- 
LAST], 8-chloro-1 1-[1-(5-methyIpyridin-3-ylmethyl)piperidin-4-ylldene]-6,1 1-dihydro-5H-benzo- 
[5,6]cyclohepta[1,2-b]pyridine [INN: RUPATADINE], 1-[2-[(p-chloro-alpha-methyl-alpha-phenyl- 
benzyl)oxy]ethyl]hexahydro-1H-azepine [INN: SETASTINE], S-(7-carboxy-4-hexyl-9-oxoxanthen- 
2-yl)-S-methylsulfoximine [INN: SUDEXANOX], l^p-tert-butylphenylH-^Xalpha-hydroxydiphen- 
ylmethyl)-r-piperidyl]-butanol [INN: TERFENADINE] and N-benzyl-N,N T -dimethyl-N-(2-pyridyl)- 
ethylenediamine [INN: TRIPELENAMINE]. 

9. A pharmaceutical composition according to any of the claims 1 to 6, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difluorometh- 
oxy-N-(3,5-dichioropyrid-4-yl)-benzamide [INN: ROFLUMILAST] and (-)-cis-9-ethoxy-8-methoxy- 
2-methyM ,2,3,4,48,1 0b-hexahydro-6-(4-diisopropylaminocarbonylphenyl)-benzo-[c][1 ,6]naphthy- 
ridine [INN: PUMAFENTRINE], and the histamine receptor antagonist is selected from the group 
consisting of 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1 H-azepin-4-yl)-1 (2H)phthalazi- 
none [INN: AZELASTINE], (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]- 
acetic acid [INN: CETIRIZINE], S-chloro-S.H-dihydro-ll^-piperidylideneJ-SH-benzolS.ejcyclo- 
hepta-[1,2-b]pyridine [INN: DESLORATADINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenyl- 
methyl)piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], ethyl 4-(8-chloro- 
5,6-dihydro-1 1 H-benzo[5,6]cyclohepta[1 ,2-b]pyridin-1 1-ylidene)-1-piperidinecarboxylate [INN: 
LORATADINE], 2-[N-[1-(4-fluorobenzyl)-1H-benzimidazoi-2-ylH-plperidinyl]-N-methyl-amino]- 
pyrimidin-4(3H)-one [INN: MIZOLASTINE] and l^p-tert-butylphenylH-^'^alpha-hydroxydiphenyl- 
methyi)-1'-piperidyl]-butanol [INN: TERFENADINE]. 

10. A pharmaceutical composition according to claim 9, wherein the PDE4 inhibitor or PDE3/4 inhibi- 
tor is selected from the group consisting of (-)-cis-9-ethoxy-8-methoxy-2-methyl-1 ,2,3,4,4a,10b- 
hexahydro-6-(4-diisopropylaminocarbonylphenyl)-benzo-[c][1 ,6]naphthyridine [INN: PUMAFEN- 
TRINE], a pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or solvate of an salt or 
N-oxide thereof. 

1 1 . A pharmaceutical composition according to claim 9, wherein the PDE4 inhibitor or PDE3/4 inhibi- 
tor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-di- 
chloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate, 
or N-oxide thereof, or solvate of an salt or N-oxide thereof. 
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12. A pharmaceutical composition according to any of the claims 1 to 6, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 

(cisH-(2 l 3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(tetrahydrothiopyran-4-yl)- 
4a,5,8,8a-tetrahydro-2H-phthalazin-1-one^ 

(cisM-(3,4-Dlm e thoxyphen 
phthalazin-1-one, 
(cis)-4-(3,4-Dimethoxyphenyl)^ 
phthalazin-1-one, 

(cis)-4-(3-Chloro-4-methoxyphenyl)-2-^ 
lazin-1-one, 

(cisM-(3-Chloro-4-methoxyphenyl)-2-(1^^ 
2H-phthalazin-1-one, 

(cis)-4-(3,4-Diethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran-4-ylHa.5,8,8a-tetrahydro-2H- 
phthalazin-1-one, 

(cis)-4-(2 J 3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(1 ,1 -dioxohexahydro-1 l 8 -thiopyran- 

4- yl)-4a,5 l 8,8a-tetrahydro-2H-phthalazin-1-one f 

(4aR,8aS)-(cisH-(3,4-Dimethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 f-thiopyran^-ylHa.SASa-te- 
trahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-(cis)-4-(3,4-Dimethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l e -thiopyran-4-yl)-4a,5,8,8a-te- 
trahydro-2H-phtha!azin-1 -one, 

(cis)-4-(3-Cyclopentyloxy-4-methoxyphenyl)-2-(1 , 1 -dioxohexahydro-1 l 6 -thiopyran-4-yl)-4a,5,8,8a- 
tetrahydro-2H-phtha!azin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(toluene-4-sulfonyl)-piperidin-4-yl]-4a ( 5,8,8a^ 
2H-phthaiazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-methane 
phthalazin-1-one, 

(4aS,8aR)-2-(1-Acetyi-piperidin-4-yl)-4-(3,4-diethoxyphenyl)-4a,5,8,8a-tetrahydro-2H-phthal^ 
1-one, 

5- {4-[(4aS,8aR)-4-(3,4-Diethoxy-phenylV1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-yl]-^ 
1-yl}-5-oxo-pentanoic acid, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(1-pyridin-4-yl-methanoyl)-piperidin-4-yl]-4a,5,8,8a-te^ 
hydro-2H-phthalazin-1 -one, 

4-[(4aS l 8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2-y^ 
carboxylic acid tert-butylamide, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1 H-phthalazin-2-yl]-piperidine-1- 
carboxylic acid phenylamide, 

(cis)-4-[4-(7-Methoxy-2,2-dimethyl-2,3^ H- 
phthalazin-2-yl]-piperidine-1 -carboxylic acid tert-butylamide, 
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(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(5^ 
4a f 5,8,8a-tetrahydro-2H-phthalazin-1-one, 
(4aS,8aR)~4-(3,4-Dimethoxyphenyl)-2-[1-(4-m^^^ 
phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyri^^ 

2H-phthalazin-1-one, 

(4aS,8aR)-4-(3ADimethoxyphenyl^ 

hydro-2H-phthalazin-1-one, 

(4aS,8aR)-2-{1-[2-(4-Amino-3,5-dichloro-phenyO 

phenyl)-4a,5,8,8a-tetrahydro-2H-phthaIazin-1-one, 

4-(3,4-Dimethoxyphenyl)-2-[1 -(1 -methyl-1 H-pyra2olo[3,4-d]pyrimidin-4-yl)-piperidin-4-yl]- 

4a l 5,8,8a-tetrahydro-2H-naphthalen-1-one l 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-thie^ 

hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyrim^^ 

phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyi)-2-[1-(2-oxcH^ 

tetrahydro-2H-phthalazin-1 -one, 

4-(3,4-Dimethoxyphenyl)-2-(1-isopropyl-piperidi^^^ 

(4aS,8aRH-(3,4-Dimethoxyphenyl)-2-[1-(2-morphoIin-4-yl-2-oxo-ethy!)-pi^^ 

tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aRH-(3,4-Dimethoxyphenyl)-2-(^ 

lazin-1-one, 

(4aS t 8aRH-(3,4-Diethoxyphenyl)-2-[1-(morpho!ine-4-carbonyl)-piperidin-4-yl]-4^ 
hydro-2H-phtha!azin-1 -one, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-py^ 
2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3 l 4-Dlmethoxy-phenyl)-2-(1-pyridin-2-ylmethyl-piperidin-4-yl)-4a I 5,8 
2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxypheny!)-2-[1-(2-m^ 

hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(H^ 

piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazjn-1-one, 

2-{4-[(4aS,8aRH-(3,4-DimethoxyphenyI)-1-oxo-4a J 5,8,8a-tetrahydro-1H-phtha^ 

din-1-yl}-2H-isopropyl-acetamide, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-^ 

tetrahydro-2H-phthalazin-1-one, 

HH4-[(4aS,8aR)-4-(3,4-Dimethoxyphen 

rldin-l-ylJ-methanoylH-ethyl-piperazine^^-dione, 
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4-(2-{4-[(4aS,8aR)-4K3,4-Dime^ 
piperidin-1-yl}-ethanoylamino)-benzoic add ethyl ester, 
2-{4-[(4aS,8aR)-4-(3,4-DImethoxyphenyl)^ 

din-1-yl}-2H-acetamide and the histamine receptor antagonist is selected from the group con- 
sisting of (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyl]-2-pyridineacryllc acid [INN: ACRIVASTI- 
NE], 6,11-Dihydro-1 1-(1-methyl-4-piperidyliden)-5H-ben2o[5,6]cyclohepta-[1,2-b]pyridin [INN: 
AZATADINE], 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1 H-azepin-4-yl)-1 (2H)phthala- 
zinone [INN: AZELASTINE], (+)-(SH-[4"[1-(4-chIorophenyi)-1-(2-pyridyl)methoxy]piperidin-1-y^ 
butanoic acid [INN: BEPOTASTINE], (pIus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-pipera- 
zinyl]ethoxy]-acetic acid [INN: CETIRI2INE], (+)-2-{2-[(p-Chlor-alpha-methyl-alpha phenylbenz- 
yl)oxy]ethyl}-1-methylpyrrolidin [INN: CLEMASTINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)- 
5H-benzo[5,6]cyclohepta-[1,2-b]pyridine [INN: DESLORATADINE], [3-(4-Chlorophenyl)~3-pyridin- 
2-yl-propyl]-dimethylamine [INN: DEXCHLORPHENIRAMINE], 4 , -tert-butyl-4-[4-(diphenylmeth- 
oxy)piperidino]butyrophenone [INN: EBASTINE], [2-[4-[bis(p-fluorophenyl)methyl]-1-piperazin- 
yl]ethoxy]acetic acid [INN: EFLETIRIZINE], 1-(2-ethoxyethyl)-2-(hexahydro-4-methyl-1H-1 f 4-dia- 
zepin-1-yi)-benzimidazole [INN: EMEDASTINE], 3-amino-9,13b-dihydro-1H-dibenz[c,f]imida- 
zo[1,5-a]azepine [INN: EPINASTINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyl)- 
piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], 3-[4-(8-fluoro-5,11-di- 
hydrobenz[b]oxepino[4,3-b]pyridin-11-ylidene)-piperidin-1-yl]propionic acid [Research Code: HSR- 
609], (-)-(3S,4R)-1 -[cis-4-cyano-4-(p-fluorophenyl)cyclohexyl]-3-methyl-4-phenylisonipecotic acid 
[INN: LEVO CAB AST I N E] , [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1 -piperazinyl]ethoxy]-acetic 
acid [INN: LEVOCETIRIZINE], ethyl 4-(8-chloro-5,6-dihydro-11H-benzo[5,6]cyclohepta[1,2-b]py- 
ridin-11-yiidene)-1-piperidinecarboxylate [INN: LORATADINE], 2-[N-[1-(4-fluorobenzyl)-1H-benz- 
imidazol-2-yl]-4-piperidinyl]-N-methyl-amino]pyrimidin-4(3H)-one [INN: MIZOLASTINE], 1-(4-fluo- 
robenzyl)-2-(piperidin-4-yiamino)-1H-benzimidazole [INN: NORASTEMIZOLE], 3-(10,11-dihydro- 
5H-dibenzo[a f d]cycIohepten-5-ylidene)-N-methyl-1 -propanamine [INN: NORTRIPTYLINE], 
9-methyl-3-(1H-tetrazol-5-yl)-4H-pyrido[1,2-a]pyrimidin-4-one [INN: PEMIROLAST], 8-chloro-11- 
[1 -(5-methylpyridin-3-ylmethyl) 

pyridine [INN: RUPATADINE], 1-[2-[(p-chIoro-alpha-methyl-alpha-phenylbenzyl)oxy]ethyl]hexa- 
hydro-1H-azepine [INN: SETASTINE], S-(7-carboxy-4-hexyl-9-oxoxanthen-2-yl)-S-methylsul- 
foximine [INN: SUDEXANOX], l-Cp-tert-butylphenylH-^'-Calpha-hydroxydiphenylmethyO-l'- 
piperidyl]-butanol [INN: TERFENADINE], N-benzyl-N.N'-dimethyl-N^-pyridylJ-ethylenediamine 
[INN: TRIPELENAMINE], and 1-(4-fluorobenzyl)-2-(piperidin-4-ylamino)-1H-benzimldazole [INN: 
TEC ASTEM IZO L E] . 

13. A pharmaceutical composition according to any of the claims 1 to 6, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 

(cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(tetrahydrothiopyran-4-yl)- 
4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 
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(cis)-4-(3 t 4-Dimethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l^thiopyran^-ylHa.S.S.Ba-tetrahydro^H- 
phthalazin-1-one, 

(cis)-4-(3,4-Dimethoxyphenyl)-2-(1 -oxo-hexahydro-1 l 4 -thiopyran-4-yi)-4a,5,8,8a-tetrahydro-2H- 
phthalazin-1-one, 

(cisH-(3-Chloro-4-methoxyphenyl)^ 
lazin-1-one, 

(cis)-4-(3-Chloro-4-me^ 
2H-phthalazin-1-one, 

(cis)-4-(3,4-Diethoxyphenyl)-2-(1,1-dioxohexahy^ 
phthalazin-1-one, 

(cis)-4-(2 l 3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yj)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran- 

4- yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

(4aR,8aS)-(cis)-4-(3,4-Dimethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 8 -thiopyran-4-yl)-4a,5,8,8a-te- 
trahydro-2H-phthalazin-1 -one, 

(4aS > 8aR)-(cis)-4-(3 J 4-Dimethoxyphenyl)-2-(1 I 1-dioxohexahydro-1l 6 -thiopyran-4-yl)-4a,^ 
trahydro-2H-phthalazin-1 -one, 

(cis)-4-(3-Cyclopentyloxy-4-methoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 8 -thiopyran-4-yl)-4a,5,8,8a- 
tetrahydro-2H-phthalazin-1 -one, 
(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(toluene-4^^ 
2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-mett 
phthalazin-1-one f 

(4aS,8aR)-2-(1-Acetyl-piperidin-4-yl)^ 
1-one, 

5- {4-[(4aS,8aR)-4-(3,4-Diethoxy-phenyl)-1-oxo-4a,5 f 8,8a-tetrahydro-1 H-phthalazin-2-yl]-piperidin- 
1-yl}-5-oxo-pentanolc acid, 

(4aS,8aRH-(3,4-Diethoxyphenyl)-2-[1-(1-pyridin-4-yl-methanoyl)-piperidin-4-ylH^ 
hydro-2H-phthalazin-1-one, 

4-[(4aS f 8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5 ( 8,8a-tetrahydro-1H-phthalazin-2-yl]-piperidine 
carboxylic acid tert-butylamide, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a t 5,8,8a-tetrahydro-1H-phthalazin-2-yl]-pip 
carboxylic acid phenylamide, 

(cis)-4-[4-(7-Methoxy-2,2-dimethyl-2,3-dih^^ H- 

phthalazin-2-yl]-piperidine-1 -carboxylic acid tert-butylamide, 

(4aS,8aRM-(3,4-Dimethoxyphenyl)-2-[1-(^ 

4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

(4aS,8aR)-4-(3 f 4-Dimethoxyphenyl)-2-[1^ 

phthalazin-1-one, 

(4aS I 8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-4-ylmethyl-plperidin-4-ylH 
2H-phthalazin-1-one, 
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(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(morpholine-^^^ 

hydro-2H-phthalazin-1-one, 

(4aS f 8aR)-2-{1-[2-(4-Amino-3,5-dich^^ 

phenylHa.S.S.Sa-tetrahydro^H-phthalazin-l-one, 

4-(3,4-Dimethoxyphenyl)-2-[1-(1-methyl-1^ 

4a,5,8,8a-tetrahydro-2H-naphthalen-1<>ne l 

(4aS3aR)-4-(3,4-Dimethoxyph 

hydro-2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyr^ 

phthalazin-1-one, 

(4aS t 8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2-oxo-2H-chromen-7-ylmethyl)-p 

tetrahydro-2H-phthalazin-1 -one, 

4-(3,4-Dimethoxyphenyi)-2-(1-isopropyl-piperM 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2-m^ 

tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(l-phene 

iazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(morph 
hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-3-ylmethyl-piperidin-4-^ 
2H-phthalazin-1 -one, 

(4aS,8aRH-(3,4-Dimethoxy-phenyl)-2-(1-pyridin-2-ylmethyl-piperidin-4-y^ 

2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[^^ 

hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyi)-2-(1-{2-^^ 

piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

2^4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxcMa,5,8,8a-tetrahydro-1H-phthalaa 
din-1-yl}-2H-isopropyl-acetamlde, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(4-1,2,3-thiadiazol-4-yl-benzyl)-piperidin^ 
tetrahydro-2H-phtha!azin-1 -one, 

1- (1-{4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxch4a,5,8 ( 8a-tetrahydro-1H 
ridin-l-ylJ-methanoylH-ethyl-piperazine^.S-dione, 
4-(2-{4-[(4aS,8aR)-4-(3 l 4-Dlmethoxy-phenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H 
ridin-1-yl}-ethanoylamino)-benzoic acid ethyl ester, 

2- {4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthaiaa 
din-1-yl}-2H-acetamide and the histamine receptor antagonist is selected from the group consis- 
ting of 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1 -methyl-1 H-azepin-4-yi)-1 (2H)phthalazinone 
[INN: AZELASTINE], (plus/minusH2-[4-(p-chloro-alpha-phenylbenzyl)-1 -piperazinyl]ethoxy]-acetic 
acid [INN: CETIRIZINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta- 
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[1,2-b]pyridine [INN: DESLORATADINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmeth- 
yl)piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], ethyl 4-(8-chloro-5,6- 
dihydro-11H-benzo[5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-plperidinecarboxylate [INN: LORA- 
TADINE], 2-[N-[1-(4-fluorobenzyl)-1H-ben2imldazoI-2-yl]-4-piperldlnyl]-N-methy^ 
4(3H)-one [INN: MIZOLASTINE] and ^(p-tert-butylphenylH-^'-Calpha-hydroxydiphenylmethyl)- 
1'-piperidyl]-butanol [INN: TERFENADINE]. 

14. A pharmaceutical composition according to claim 9 or 13, wherein the histamine receptor antago- 
nist is selected from the group consisting of 8-chloro-6,1 1-dihydro-1 1-(4-piperidylidene)-5H-ben- 
zo[5,6]cyclohepta-[1,2-b]pyridine [INN: DESLORATADINE], ethyl 4-(8-chloro-5,6-dihydro-1 1 H- 
benzo[5 t 6]cyclohepta[1 f 2-b]pyridin-11-ylidene)-1-piperidinecarboxyiate [INN: LORATADINE], a 
pharmaceutical^ acceptable salt or solvate thereof, or a solvate of an salt thereof. 

15. Use of a pharmaceutical composition according to claim 1 in the manufacture of a medicament for 
the treatment of a respiratory diseases. 

16. A process for the preparation of a pharmaceutical composition as defined in claim 1 which com- 
prises mixing the first active ingredient with the second active ingredient. 

17. A pharmaceutical product comprising, in combination, a preparation of a first active ingredient 
which is selected from a PDE4 inhibitor, a PDE3/4 inhibitor and their pharmaceutical^ acceptable 
derivatives, and a preparation of a second active ingredient which is selected from a histamine 
receptor antagonist and its pharmaceutical^ acceptable derivatives, for simultaneous, sequential 
or separate use in therapy. 

18. A pharmaceutical product according to claim 17, wherein the first and/or second active ingredient 
is in the form of a pharmaceutical^ acceptable salt, solvate, N-oxide or solvate of an salt or N-oxi- 
de. 

19. A pharmaceutical product according to claim 17 or 18, wherein the PDE4 inhibitor or PDE3/4 inhi- 
bitor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difIuoromethoxy-N-(3,5-di- 
chloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], (-)-cis-9-ethoxy-8-methoxy-2-methyl- 
I^.S^^aJOb-hexahydro-B^-diisopropylaminocarbonylphenyO-benzo-fcltl ,6]naphthyridine [INN: 
PUMAFENTRINE], 3,5-dichloro-4-[8-methoxy-2-(trifluoromethyl)quinolin-5-ylcarbox-amIdo]pyridi- 
ne-1-oxide [Research Code: SCH-351591], 3-[3-(cyclopentyloxy)-4-methoxybenzyl]-6-(ethylami- 
no)-8-lsopropyl-3H-purine [Research-Code: V-11294A], N-[9-methyl-4-oxo-1-phenyl-3,4,6,7-tetra- 
hydropyrrolo[3,2 f 1-jk][1,4]benzo-dlazepln-3(R)-yl]pyridine-4-carboxamide [Research-Code: 

CM 01 8], 4-(3,4-dimethoxyphenyl)thiazole-2-carboxamide oxime [Research Code: ORG-20241], 
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3 f 7-dihydro-3-(4-chlorophenyl)-1-propyl-1H-purine-2,6-dione [INN AROFYLLINE], 3-[3-(Cyclo- 
pentyioxy)-4-methoxybenzy1amino]-1 H-pyrazole-4-methanol, N-(3,5-dichloro-4-pyridinyl)-2-[1 -(4- 
fluorobenzyl)-5-hydroxy-1H-indol-3-yl]-2-oxoacetamide [Research-Code: AWD-12-281], N-(3 t 5- 
dichloropyridin-4-yl)-2-[5-fluoro-1-(4-fluorobenzyl)-1 H-indol-3-yl]-2-oxoacetamide [Research-Code: 
AWD-12-343], S-Amino-l^-bisfcyclopropyimethylJxanthine [INN:CIPAMFYLLINE], Tetrahydro-5- 
[4-methoxy-3-[(1S t 2S,4R)-2-norbornyloxy]phenyi]-2(1H)-pyrjmidone [INN: ATIZORAM], fi-[3-(Cy- 
clopentyloxy)-4-methoxyphenyl]-1 t 3-dihydro-1 ,3-dioxo-2H-isoindole-2-propanamide [Research - 
Code: CDC-801], Methanesulfonic acid 2-(2,4-dichlorophenylcarbonyl)-3-ureidobenzo-furan-6-yl 
ester [INN: LIRIMILAST], (Z)-5-(3,5-di-tert-butyl-4-hydroxybenzylidene)-2-imldazothiazondin-4-one 
[INN: DARBUFELONE], cis-[4-Cyano-4-(3-cyclopentyloxy-4-methoxyphenyl)cyclohexane-1 -carb- 
oxylic acid [INN: CILOMILAST] and the compounds with the research codes CDC-998, SH-636, 
D-4396, IC-485, CC-1Q88 and KW-4490, and the histamine receptor antagonist is selected from 
the group consisting of (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyl]-2-pyridineacrylic acid [INN: 
ACRIVASTINE], 6,1 1-Dihydro-1 1-(1-methyl-4-piperidyIiden)-5H-benzo[5,6]cyclohepta-[1 ,2-b]- 
pyridln [INN: AZATADINE], 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1H-azepin-4-yl)- 
1(2H)phthalazinone [INN: AZELASTINE], (+HS)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxy]- 
piperidin-1-yI]-butanoic acid [INN: BEPOTASTINE], (plus/minus)-[2-[4-(p-chloro-alpha-phenyl- 
benzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE], (+)-2-{2-[(p-Chlor~alpha-methyl« 
alpha phenylbenzyl)oxy]ethyl}-1-methylpyrrolidin [INN: CLEMASTINE], 8-chIoro-6,11-dihydro-11- 
(4-piperidylidene)-5H-benzo[5 J 6]cyclohepta-[1,2-b]pyridine [INN: DESLORATADINE], [3-(4-Chlo- 
rophenyi)-3-pyridln-2-yl-propyl]-dimethylamine [INN: DEXCHLORPHENIRAMINE], 4'-tert-butyl-4- 
[4-(diphenylmethoxy)piperidino]butyrophenone [INN: EBASTINE], [2-[4-[bis(p-fluorophenyl)meth- 
yl]-1-piperazinyl]ethoxy]acetic acid [INN: EFLETIRIZINE], 1-(2-ethoxyethyl)-2-(hexahydro-4- 
methyl-1H-1,4-diazepin-1-yl)-benzimidazole [INN: EMEDASTINE], 3-amino-9,13b-dihydro-1H- 
dibenz[c,f|imidazo[1,5-a]azepine [INN: EPINASTINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxy- 
diphenylmethyl)piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], 3-[4-(8- 
fluoro-5,1 1-dihydrobenz[b]oxepino[4,3-b]pyridin-1 1-ylidene)-piperidin-1-yl]propionic acid 
[Research Code: HSR-609], (-)-(3S,4R)-1-[cis-4-cyano-4-(p-fIuorophenyl)cyclohexyl]-3-methyl-4- 
phenylisonipecotic acid [INN: LEVOCABASTINE], [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1- 
piperazinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE], ethyl 4-(8-chloro-5,6-dihydro-11H- 
benzo[5,6]cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], 2- 
[N-[1-(4-fluorobenzyl)-1H-benzimidazol-2-ylH-piperidinyl]-N-methyl-amino]pyrimid 
[INN: MIZOLASTINE], 1-(4-fIuorobenzyl)-2-(piperidin-4-ylamino)-1H-benzimidazole [INN: NORA- 
STEMIZOLE], 3-(10,11-dihydro-5H-dibenzo[a,d]cyclohepten-5-ylidene)-N-methyl-1-propanamine 
[INN: NORTRIPTYLINE], 9-methyl-3-(1 H-tetrazol-5-yl)-4H-pyrido[1 ,2-a]pyrimidin-4-one [INN: 
PEMIROLAST], 8-chloro-1 1-[1-(5-methylpyridin-3-ylmethyl)piperidin-4-ylidene]-6,11-dihydro-5H- 
benzo[5,6]cyclohepta[1,2-b]pyridine [INN: RUPATADINE], 1-[2-[(p-chloro-alpha-methyl-alpha- 
phenylbenzyl)oxy]ethyl]hexahydro-1H-azepine [INN: SETASTINE], S-(7-carboxy-4-hexyI-9-oxo- 
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xanthen-2-yl)-S-methylsu!foximine [INN: SUDEXANOX], l^p-tert-butylphenylj-^^^alpha-hy- 
droxydiphenylmethyl)-r-piperidyl]-butanol [INN: TERFENADINE], N-benzyl-N,N'-dimethyl-N-(2- 
pyridyl)-ethylenediamine [INN: TRIPELENAMINE] and 1-(4-fluorobenzyl)-2-(piperidin-4-ylamlno)- 
1H-benzimidazole [INN: TECASTEMIZOLE]. 

20. A pharmaceutical product according to claim 17 or 18, wherein the PDE4 inhibitor or PDE3/4 
inhibitor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5- 
dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST), (-)-cis-9-ethoxy-8-methoxy-2-methyl- 
1 ^.S^^a.lOb-hexahydro-S^^diisopropylaminocarbonylphenyO-benzo-tcJtl ,6]naphthyridine [INN: 
PUMAFENTRINE], 3,5-dichloro-4-[8-methoxy-2-(trifiuoromethyl)quinolin-5-ylcarbox-amido]pyridi- 
ne-1 -oxide [Research Code: SCH-351591], 3-[3-(cyclopentyloxy)-4-methoxybenzyl]-6-(ethylami- 
no)-8-isopropyl-3H-purine [Research-Code: V-11294A], N-[9-methy!-4-oxo-1-phenyl-3,4,6,7-tetra- 
hydropyrrolop^.l-jklfl ,4]benzo-diazepin-3(R)-yl]pyridine-4-carboxamide [Research-Code: 
C1-1018], 4-(3,4-dimethoxyphenyl)thiazole-2-carboxamide oxime [Research Code: ORG-20241], 
3,7-dihydro-3-(4-chlorophenyl)-1-propyl-1H-purine-2,6-dione [INN AROFYLLINE], 3-[3-(Cyclo- 
pentyloxyH-methoxybenzylamino]-1 H-pyrazole-4-methanol, N-(3,5-dichloro-4-pyridinyl)-2-[1 -(4- 
fluorobenzyl)-5-hydroxy-1H-indol-3-yl]-2-oxoacetamide [Research-Code: AWD-12-281], N-(3,5- 
dichloropyridin-4-yl)-2-[5-fluoro-1 -(4-fluorobenzyl)-1 H-indol-3-yl]-2-oxoacetamide [Research-Code: 
AWD-12-343], 8-Amino-1,3-bis(cyclopropylmethyl)xanthine [INN.CIPAMFYLLINE], Tetrahydro-5- 
^methoxy-S-KIS^S^R^-norbornyiox^phenylJ^CIHJ-pyrimidone [INN: ATIZORAM], fc-[3-(Cy- 
clopentyloxy)-4-methoxyphenyl]-1 ,3-dihydro-1 ,3-dioxo-2H-isoindole-2-propanamide [Research - 
Code: CDC-801], Methanesulfonic acid 2-(2,4-dichlorophenylcarbonyI)-3-ureidobenzo-furan-6-yl 
ester [INN: LIRIMILAST], (Z)-5-(3,5-di-tert-butyl-4-hydroxybenzylidene)-2-imidazothiazolidin-4-one 
[INN: DARBUFELONE], cis-[4-Cyano^-(3-cyclopentyloxy-4-methoxyphenyl)cyc!ohexane-1-carb- 
oxylic acid [INN: CILOMILAST] and the compounds with the research codes CDC-998, SH-636, 
D-4396, IC-485 and CC-1088, and the histamine receptor antagonist is selected from the group 
consisting of (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-tolylpropenyl]-2-pyridineacrylic acid [INN: ACRIVA- 
STINE], e.H-Dihydro-H^I-methyl^-piperidyndenVSH-benzolS.eicyciohepta-tl^-blpyridin [INN: 
AZATADINE], 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1 H-azepin-4-yl)-1 (2H)phthala- 
zinone [INN: AZELASTINE], (+)-(S)-4-[4-[1-(4-chlorophenyl)-1-(2-pyridyl)methoxy]piperidin-1-yl]- 
butanoic acid [INN: BEPOTASTINE], (plus/minusH2-[4-(p-chloro-alpha-phenylbenzyl)-1-pipera- 
zinyl]ethoxy]-acetic acid [INN: CETIRIZINE], (+)-2-{2-[(p-Chlor-alpha-methyl-alpha phenylbenz- 
yl)oxy]ethyl}-1-methylpyrroiidin [INN: CLEMASTINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)- 
5H-benzo[5,6]cyclohepta-[1,2-b]pyridine [INN: DESLORATADINE], [3-(4-Chlorophenyl)-3-pyridln- 
2-yl-propyl]-dlmethylamine [INN: DEXCHLORPHENIRAMINE], 4'-tert-butyl-4-[4-(diphenylmeth- 
oxy)piperidino]butyrophenone [INN: EBASTINE], [2-[4-[bis(p-fluorophenyl)methyl]-1-piperaziny!]- 
ethoxy]acetic acid [INN: EFLETIRIZINE], 1-(2-ethoxyethyl)-2-(hexahydro-4-methyl-1H-1,4-diaze- 
pin-1-yl)-benzimidazole [INN: EMEDASTINE], S-amino^.lSb-dihydro-IH-dibenztcflimidazotl^- 



WO 03/074055 



« * 



PCT/EP03/01876 



-70- 

a]azepine [INN: EPINASTINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyl)piperidi- 
no]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], 3.[4-(8-fluoro-5,11-dihydrobenz- 
[b]oxepino[4 p 3-b]pyridin-11-ylidene)-piperldin-1-yl]propionic acid [Research Code: HSR-609], 
(-H3S,4R)-1 -[cis^-cyano^-(p-fluoropheny))cyclohexyl]-3-methyl-4-phenyiisonipecotic acid [INN: 
LE VO CAB AST I N E] , [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic acid 
[INN: LEVOCETIRIZINE], ethyl 4-(8-chloro-5 l 6-dihydro-11H-benzo[5 I 6]cyciohepta[1 l 2-b]pyridin- 
11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], 2-[N-[1-(4-fluorobenzyl)-1H-benzimi- 
dazol-2-yl]-4-piperidinyl]-N-methyl-amino]pyrimidin-4(3H)-one [INN: MIZOLASTINE], 1-(4-fluoro- 
benzyl)-2-(piperidin-4-ylamino)-1H-benzimidazole [INN: NORASTEMI20LE], 3-(10.1 1-dihydro- 
5H-dibenzo[a,d]cyclohepten-5-ylidene)-N-methyl-1-propanamine [INN: NORTRIPTYLINE], 9-me- 
thyl-S^IH-tetrazoI-S-yiMH-pyridoII^-alpyrimidin^-one [INN: PEMIROLAST], 8-chloro-11-[1-(5- 
methylpyridin-S-ylmethyOpiperidin^-ylidenel-e.l 1 ~dihydro-5H-benzo[5,6]cyclohepta[1 ,2-b]pyridine 
[INN: RUPATADINE], 1-[2-[(p-chloro-alpha-methy!-aipha-phenyIbenzyl)oxy]ethyl]hexahydro-1H- 
azepine [INN: SETASTINE], S-(7K:arboxy^hexyl-9-oxoxanthen-2-yl)-S-methylsulfoximine [INN: 
SUDEXANOX], 1-(p-tert-butylphenyIM-[4'-(^^ 

[INN: TERFENADINE] and N-benzyl-N.N^imethyl-N^-pyridyO-ethylenediamine [INN: TRIPELE- 
NAMINE]. 

21. A pharmaceutical product according to claim 17 or 18, wherein the PDE4 inhibitor or PDE3/4 
inhibitor is selected from the group consisting of 3-Cyclopropylmethoxy^-dffluoromethoxy-N-(3,5- 
dichloropyrid-4-yi)-benzamide [INN: ROFLUMILAST] and (-)-cis-9-ethoxy-8-methoxy-2-methyl- 

1 ,2,3,4,4a,1 0b-hexahydro-6-(4-diisopropylaminocarbonylphenyl)-benzo-[c][1 ,6]naphthyridine [INN: 
PUMAFENTRINE], and the histamine receptor antagonist is selected from the group consisting of 
4-[(4-chlorophenyl)methyl]-2-(hexahy [ |NN: 
AZELASTINE], (plus/minus)-[2-[4-(p-chloro-alpha-phenyibenzyl)-1-piperazinyl]ethoxy]-acetic acid 
[INN: CETIRIZINE], 8-chioro-6,1 1-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta-[1,2-b]- 
pyridine [INN: DESLORATADINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyl)piperi- 
dino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], ethyl 4-(8-chloro-5,6-dihydro- 
1 1H-benzo[5,6]cyclohepta[1 ,2-b]pyridin-1 1-ylidene)-1-plperldinecarboxylate [INN: LORATADINE], 
2-[N-[1-(4-fluorobenzyl)-1H-benzimidazo^ 

[INN: MIZOLASTINE] and l^p-tert-butylphenylH-^'^alpha-hydroxydiphenylmethyO-V-piperidyl]- 
butanol [INN: TERFENADINE]. 

22. A pharmaceutical product according to claim 21, wherein the PDE4 inhibitor or PDE3/4 inhibitor Is 
selected from the group consisting of (-)-cis-9-ethoxy-8-methoxy-2-methyl-1 ,2,3,4,43,1 Ob-hexahy- 
dro-6-(4-diisopropylaminocarbonyiphenyl)-benzo-[c][1,6]naphthyridine [INN: PUMAFENTRINE], a 
pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or solvate of an salt or N-oxide 
thereof. 
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23. A pharmaceutical product according to claim 21, wherein the PDE4 inhibitor or PDE3/4 inhibitor is 
selected from the group consisting of S-Cyclopropylmethoxy-^difluoromethoxy-N^S.S-dichloropy- 
rid-4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate, or N-oxi- 
de thereof, or solvate of an salt or N-oxide thereof. 

24. A pharmaceutical product according to claim 17 or 18, wherein the PDE4 inhibitor or PDE3/4 inhi- 
bitor is selected from the group consisting of (cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofu- 
ran-4-yl)-2-(tetrahydrothiop^ (cis)-4-(3,4-Di- 
methoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran-4-ylHa.5,8,8a-tetrahydro-2H-phthalazin-1- 
one, 

(cis)-4-(3 t 4-Dimethoxyphenyl^ 
phthalazin-1-one, 

(cis)-4-(3-Chloro-4-methoxyphenyl^ 
lazin-1-one, 

(cis)-4-(3-Chloro^-methoxyphenyl)-2-(1-^^^ 
2H-phthalazin-1-one, 

(cisH-(3,4-Diethoxyphenyl)-2K1,1^^ 
phthaIazin-1-one, 

(cis)-4-(2,3-Dihydro-2,2-dimethyl-7-me 
4-yl)-4a l 5,8,8a-tetrahydro-2H-phthalazin-1-one, 

(4aR,8aS)-(cis)-4-(3,4-Dimethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran-4-ylHa»5,8 f 8a-te- 
trahydro-2H-phthalazin-1 -one, 

(4aS I 8aR)-(cisH-(3,4-Dimethoxyphenyl)-2-(1,1 -dioxohexahydro-1 l 6 -thiopyran-4-yl)-4a,5,8,8a-te- 
trahydro-2H-phthalazin-1 -one, 

(cis)-4-(3-Cyclopentyloxy-4-methoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran-4-yl)-4a,5,8,8a- 

tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1^ 

2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-methanesulfo^^ 
phthalazin-1-one, 

(4aS,8aR)-2-(1-Acetyl-piperidin-4^ 
1-one, 

5^4.[(4aS,8aR)-4-(3,4-Diethoxy-phenyl)-1-oxo-4a f 5,8,8a-tetrahydro-1 H-phthalazin-2-yl]-piperidin- 
1-yl}-5-oxo-pentanoic acid, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(1-pyridin-4-yl-methanoyl)-piperidin-4-ylH 
hydro-2H-phthalazin-1-one, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5 l 8 l 8a-tetrahydro-1H-phthalazin-2-^ 
carboxylic acid tert-butylamide, 
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4-[(4aS,8aR)-4-(3,4-DiethoxyphenyI)-1-oxo^^ 

carboxylic acid phenylamide, 

(cisM-[4-(7-Methoxy-2,2-dimethyl^^ 

phthalazin-2-yl]-piperidine-1 -carboxylic add tert-butylamide, 

(4aS l 8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(5-dimethylamino-naphth 

4a,5,8,8a-tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3 f 4-Dimethoxyphe^ 

phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-p^ 
2H-phthalazin-1-one, 

(4aS,8aR)-4-(3 f 4-Dimethoxyphenyl)-2-[1-(mo^ 

hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-2^1-[2-(4-Amino-3,5-dichloro-pheny^ 

phenyl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

4-(3,4-Dimethoxyphenyl)-2-[1-(1-methyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl^ 

4a,5,8,8a-tetrahydro-2H-naphthalen-1-one, 

(4aS,8aRH-(3.4-Dimethoxyphenyl)-2-(1-thieno[2,3-d]pyrimidin-4-yl-piperidin-4^^ 
hydro-2H-phthalazin-1 -one, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyrim^ 
phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2-oxo-2H^ 
tetrahydro-2H-phthalazin-1 -one, 

4-(3,4-Dimethoxyphenyl)-2-(1-isopropyl-piperidin-4-yI)-4a l 5,8,8a-tetrahydro^^ 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-^ 

tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-phenet^ 

lazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(^ 
hydro-2H-phthalazin-1 -one, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin^ 
2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxy-phenyl)-2-^^ 
2H-phtha!azin-1-one, 

(4aS l 8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(2-morpholin-4-yl-ethanoyl)-pjperidin-4-ylH^ 
hydro-2H-phtha!azin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-{2-[4-(2-dimethyIamino-ethyl)-pip 
piperidin-4-yi)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 
2-{4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-p^ 
din-1-yl}-2H-isopropyl-acetamide, 
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(4aS,8aRM-(3,4-Dimethoxyphenyl)-2-[1-^ 
tetrahydro-2H-phthalazin-1-one, 

1-(H4-[(4aS t 8aRH-(3.4-DimethoxyphenyI)-1-oxo-4a l 5,8 l 8a-tetrahydro^ 
ridin-l-ylJ-methanoylH-ethyl-piperazine^.a-dione, 
4-(2-{4-[(4aS t 8aRM-(3,4-Dimethoxy-phenyl)-^ 
ridin-1-yl}-ethanoylamino)-benzoic acid ethyl ester, 
2^4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo^ 

din-1-yl}-2H-acetamide and the histamine receptor antagonist is selected from the group consis- 
ting of (E)-6-[(E)-3-(1-pyrrolidinyl)-1-p-toly!propenyl]-2-pyridineacryiic acid [INN: ACRIVASTINE], 
6,11-Dihydro-1 1-(1-methyl-4-plperidyliden)-5H-benzo[5 t 6]cyclohepta-[1 I 2-b]pyridin [INN: AZATA- 
DINE], 4-[(4-chIorophenyl)methyl]-2-(hexahydro-1-methyl-1 H-azepin-4-yl)-1 (2H)phthalazinone 
[INN: AZELASTINE], (+)-(SH-[4-[1-(4-chlorophe 

acid [INN: BEPOTASTINE], (plus/minus)-[2-[4-(p-chioro-alpha-phenylbenzyl)-1-piperazinyI]eth- 
oxy]-acetic acid [INN: CETIRIZINE], (+)-2-{2-[(p-Chlor-alpha-methyl-alpha phenylbenzyl)oxy]- 
ethyl}-1-methyIpyrrolidin [INN: CLEMASTINE), 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H- 
benzo[5,6]cyclohepta-[1,2-b]pyridine [INN: DESLORATADINE], [3-(4-Chlorophenyl)-3-pyridin-2-yl- 
propyl]-dimethylamine [INN: DEXCHLORPHENIRAMINE], 4 , -tert-butyl-4-[4-(diphenylmethoxy)pi- 
peridinojbutyrophenone [INN: EBASTINE], [2-[4-[bis(p-fluorophenyi)methyl]-1-piperazinyl]ethoxy]- 
acetic acid [INN: EFLETIRIZINE], 1-(2-ethoxyethyl)-2-(hexahydro-4-methyI-1H-1,4-diazepin-1-yl)- 
benzimidazole [INN: EMEDASTINE], 3-amino-9,13b-dihydro-1H-dibenz[c,f]imidazo[1 t 5-a]azepine 
[INN: EPINASTINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyl)piperidino]-butyl]- 
alpha-methylhydratropic acid [INN: FEXOFENADINE], 3-[4-(8-fluoro-5,1 1-dihydrobenz[b]oxepi- 
no[4,3-b]pyridin-11-ylidene)-piperidin-1-yl]propionic acid [Research Code: HSR-609], (-)-(3S,4R)- 
1-[cis-4-cyano-4-(p-fluorophenyl)cyclohexyl]-3-methyl-4-phenylisonipecotic acid [INN: LEVOCA- 
BASTINE], [2-[4-[(R)-p-chIoro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: LEVO- 
CETIRIZINE], ethyl 4-(8-chloro-5,6-dihydro-1 1 H-benzo[5,6]cyc!ohepta[1 ,2-b]pyridin-1 1-ylidene)-1- 
piperidinecarboxylate [INN: LORATADINE], 2-[N-[1-(4-fluorobenzyl)-1H-benzimidazol-2-yl]-4-pipe- 
ridinyl]-N-methyl-amino]pyrimidin-4(3H)-one [INN: MIZOLASTINE], 1-(4-fluorobenzy!)-2-(piperidin- 
4-ylamino)-1H-benzimidazole [INN: NORASTEMIZOLE], 3-(10 f 11-dihydro-5H-dibenzo[a,d]cyclo- 
hepten-5-ylidene)-N-methyM-propanamine [INN: NORTRIPTYLINE], 9-methyl-3-(1 H-tetrazol-5- 
yl)-4H-pyrido[1,2-a]pyrimidin-4-one [INN: PEMIROLAST], 8-chloro-11-[1-(5-methylpyridin-3-yl- 
methyl)piperidin-4-ylidene]-6,1 1-dihydro-5H-benzo[5,6]cyclohepta[1 ,2-b]pyridine [INN: RUPATA- 
DINE], 1-[2-[(p-chloro-alpha-methyl-alpha-phenyIbenzyl)oxy]ethyl]hexahydro-1 H-azepine [INN: 
SETASTINE], S-(7-carboxy-4-hexyl-9-oxoxanthen-2-yl)-S-methylsulfoximine [INN: SUDEXANOX], 
l-tp-tert-butylphenylM-^-talpha-hydroxydiphenylmethyO-r-piperidyll-butanol [INN: TERFENADI- 
NE], N-benzyl-N,N , -dimethyl-N-(2-pyridyl)-ethylenediamine [INN: TRIPELENAMINE], and 1-(4-flu- 
orobenzyl)-2-(piperldin-4-ylamino)-1 H-benzimidazole [INN: TECASTEMIZOLE]. 

A pharmaceutical product according to claim 17 or 18, wherein the PDE4 inhibitor or PDE3/4 
inhibitor is selected from the group consisting of (cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxyben- 
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zofuran-4-yl)-2-(tetrahydrothiopyran^ (cis)-4-(3,4- 

Dimethoxyphenyl)-2-(1,1-dioxohexahydro^^^^ 

1-one, 

(cis)-4-(3,4-Dimethoxypheny!)-2-(1^^ 
phthalazin-1-one, 
(cis)-4-(3-Chloro^-m^^ 
lazin-1-one, 

(cis)-4-(3-Chloro-4-methoxyphenyi)-2-(1 -oxo-hexahydro-1 lMhiopyran-4-yl)-4a,5,8,8a-tetrahydro- 
2H-phthalazin-1-one, 

(cis)-4-(3,4-Diethoxyphenyl)-2-(1,1-dioxohe^ 
phtha!azin-1-one, 

(cls)-4-(2,3-Dihydro-2,2-dimethyl^^ 

4- ylHa,5,8 l 8a-tetrahydro-2H-phthalazin-1-one l 

(4aR f 8aSHcis)-4-(3 f 4-Dimethoxyphenyl)-2-(1 , 1-dioxohexahydro-1 l 6 -thiopyran-4-yl)-4a»5,8,8a- 
tetrahydro-2H-phthalazin-1 -one, 

(4aS f 8aR)-(cis)-4-(3,4-Dimethoxyphenyl)-2-(1 , 1 -dioxohexahydro-1 l 6 -thiopyran-4-y!)-4a,5,8,8a-te- 
trahydro-2H-phthalazin-1 -one, 

(cis)-4-(3-Cyc!opentyloxy-4-methoxyphenyl)-2-(1,1-dioxohexahydro-1l 6 -thiopyra 
tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(toluene-4-sulfonyl)-piperidin-4-yl]-4a^ 
2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-methanesufo^ 
phthalazin-1-one, 

(4aS,8aR)-2-(1-Acetyl-piperidin-4-ylH-(3 J 4-diethoxyphenyl)-4a ( 5 l 8 l 8a-tetrah 
1-one, 

5- {4-[(4aS t 8aRH-(3 f 4-Diethoxy-phenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthaIaa 
1 -yl}-5-oxo-pentanoic acid, 
(4aS,8aRH-(3.4-Diethoxyphenyl)-2-[1-(1-pyridi^ 
hydro-2H-phthalazin-1 -one, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthalazin-2^ 

carboxylic acid tert-butylamide, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo 

carboxylic acid phenylamide, 

(cis)-4-[4-(7-Methoxy-2,2-dimethyl-2,3-di^ 

phthaiazin-2-yl]-piperidine-1 -carboxylic acid tert-butylamide, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(5-dimethylamino-naphthalene-1-sulfonyO 

4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(4-nrt^^^ 

phthaIazin-1-one, 
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{4aS,8aRM-(3,4-D imethoxypte^ 
2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(morphol^^ 
hydro-2H-phthalazin-1 -one, 
(4aS,8aR)-2-{1-[2-(4-Amino-3^ 
phenylHa»5,8,8a-tetrahydro-2H-phthala2in-1-one, 

4-(3 l 4-Dimethoxyphenyl)-2-[1-(1-methyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl)-pipe 
4a,5,8,8a-tetrahydro-2H-naphtha!en-1-one, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-thieno 
hydro-2H-phthalazin-1 -one, 

(4aS,8aRH-(3,4-Dimethoxyphenyl)-2-(1-pyrimidin-2-yl-piperidin-4-ylHa.5,8,8a^^^^ 
phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2-oxo-2H-^ 
tetrahydro-2H-phthalazin-1 -one, 
4-(3,4-Dimethoxyphenyl)-2-(1-isopropyl-piperidin^ 

(4aS t 8aR)-4-(3,4-Dimethoxyphenyl}-2-[1-(2-morpholin-4-yl-2-oxo-ethyl)-piperidin 
tetrahydro-2H-phthalazin-1 -one, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-p^ 
lazin-1-one, 

(4aS,8aR)-4-(3 I 4-Diethoxyphenyl)-2-[1-(morpholine-4-carbonyl)-piperidin-4-yl]-4a,5,8,^ 
hydro-2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-3-yImethyl-piperidin-4-y^ 
2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxy-phenyl)-2-(1-pyr^ 
2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1^ 

hydro-2H-phthaiazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-{2-[4-(2-dim^ 

piperidin-4-ylHa t 5,8,8a-tetrahydro-2H-phthalazin-1-one, 

2^4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1^ 

din-1-yl}-2H-isopropyl-acetamide, 

(4aS,8aRM-(3,4-Dimethoxyphenyl)-2-[H^ 

tetrahydro-2H-phthalazin-1 -one, 

1 -( 1 -{4-[(4aS, 8aR)-4-(3,4-Dlmeth^ 

ridin-1-yl}-methanoyl)-4-ethyl-piperazine-2,3-dlone, 

4-(2-{4-[(4aS,8aR)-4-(3,4-Dimethoxy-phenyl)-1<)xo-4a t 5 l 8,8a-tetrahydro-1H-p 
ridln-1-yl}-ethanoylamino)-benzoic acid ethyl ester, 
244-[(4aS l 8aR)-4-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-p^ 
din-1-yl}-2H-acetamide and the histamine receptor antagonist is selected from the group consis- 
ting of 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyI-1 H-azepin-4-y1)-1 (2H)phthalazinone 
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[INN: AZELASTINE], (pIus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1 -piperazinyl]ethoxy]-acetic 
acid [INN: CETIRIZINE], 8-chIoro-6 t 11-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta- 
[1,2-bJpyridine [INN: DESLORATADINE], (plus/minus)-p-[1-hydroxy-4-[4- 
(hydroxydiphenylmethyl)piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], 
ethyl 4-(8-chloro-5,6-dihydro-1 1H-benzo[5,6]cyclohepta[1 ,2-b]pyridin-1 1-ylidene)-1-piperidine- 
carboxylate [INN: LORATADINE], 2-[N-[1-(4-fluorobenzyl)-1 H-benzimidazol-2-yl]-4-piperidinyl]-N- 
methyl-amino]pyrimidin-4(3H)-one [INN: MIZOLASTINE] and 1-(p-tert-butylphenyI)-4-[4'-(alpha- 
hydroxydiphenylmethyl)-1'-piperidyl]-butanol [INN: TERFENADINE]. 

26. A pharmaceutical product according to claim 21 or 25, the histamine receptor antagonist is selec- 
ted from the group consisting of 8-chloro-6,1 1-dihydro-1 1-(4-piperidylidene)-5H-benzo[5,6]cyclo- 
hepta-[1,2-b]pyridine [INN: DESLORATADINE], ethyl 4-(8-chloro-5,6-dihydro-11H-benzo[5,6]cy- 
clohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], a pharmaceuti- 
cally acceptable salt or solvate thereof, or a solvate of an salt thereof. 

27. Use of a pharmaceutical product according to claim 19 or 24 in the manufacture of a medicament 
for the treatment of respiratory diseases. 

28. A kit comprising a preparation of a first active ingredient which is selected from a PDE4 inhibitor, a 
PDE3/4 inhibitor and their pharmaceutical^ acceptable derivatives, a preparation of a second 
active ingredient which is selected from a histamine receptor antagonist and its pharmaceutical^ 
acceptable derivatives, and instructions for simultaneous, sequential or separate administration to 
the patient in need thereof. 

29. A kit according to claim 28, wherein the first and/or second active ingredient is in the form of a 
pharmaceutical^ acceptable salt, solvate, N-oxide or solvate of an salt or N-oxide. 

30. A kit according to claim 28 or 29, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-dichloropyrid-4-yl)-benz- 
amide [INN: ROFLUMILASTJ and (-)-cis-9-ethoxy-8-methoxy-2-methyl-1,2,3,4,4a,10b-hexahydro- 
6-(4-diisopropyIaminocarbonylphenyl)-benzo-[c][1,6]naphthyridine [INN: PUMAFENTRINE], and 
the histamine receptor antagonist is selected from the group consisting of 4-[(4-chlorophenyl)- 
methyl]-2-(hexahydro-1-methyl-1H-azepin-4-yl)-1(2H)phthalazinone [INN: AZELASTINE], (plus/- 
minusH2-[4-(p-chloro-a!pha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE], 
8-chloro-6,1 1-dihydro-1 1 -(4-piperidylidene)-5H-benzo[5,6]cyclohepta-[1 ,2-b]pyrfdine [INN: DES- 
LORATADINE], (pIus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmethyi)piperidino]-butyI]-alpha- 
methylhydratropic acid [INN: FEXOFENADINE], ethyl 4-(8-chloro-5,6-dihydro-1 1 H-benzo[5,6]- 
cyclohepta[1,2-b]pyridin-11-ylidene)-1-piperidinecarboxylate [INN: LORATADINE], 2-[N-[1-(4- 
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fluorobenzyl)-1 H-benzimidazol-2-yl]-4~piperidinyl]-N-me%l-amM [INN: 
MIZOLASTINE] and 1-(p-tert-butylphenyl)-4-[4'-(aIpha-hydroxydiphenylmethyl)-1 '-piperidyl]- 
butanol [INN: TERFENADINE]. 

31 . A kit according to claim 30, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from the 
group consisting of (-)-cis-9-ethoxy-8-methoxy-2-methyl-1 ,2,3,4,4a,1 0b-hexahydro-6-(4-diisopro- 
pylaminocarbonylphenyl)-benzo-[c][1,6]naphthyridine [INN: PUMAFENTRINE], a pharmaceutical^ 
acceptable salt, solvate or N-oxide thereof, or solvate of an salt or N-oxide thereof. 

32. A kit according to claim 30, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from the 
group consisting of 3-Cyclopropylmethoxy-4-difIuoromethoxy-N-(3,5-dichloropyrid-4-yl)-benz- 
amide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or 
solvate of an salt or N-oxide thereof. 

33. A kit according to claim 28 or 29, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of (cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(tetrahy- 
drothiopyran-4-y!)-4a»5,8,8a-tetrahydro-2H-phthalazin-1-one, (cis)-4-(3,4-Dimethoxyphenyl)-2- 
(1,1-dioxohexahydro-1lMhiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 
(cis)-4-(3,4-Dimethoxyphenyl)-2-(1-oxo 

phthalazin-1-one, 

(cis)-4-(3-Chloro-4-methoxyphenyl)-2-(tetrahydrothiopyran-4-yl)-4a,5,8,8a-tetrahydro-2H-phtha- 
lazin-1-one, 

(cis)-4-(3-Chloro-4-methoxyphenyl)-2-(1-oxo-hexah 
2H-phthalazin-1 -one, 

(cis)-4-(3,4-Diethoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 8 -thiopyran-4-yl)-4a f 5,8,8a-tetrahydro-2H- 
phthalazin-1-one, 

(cis)-4-(2,3-Dihydro-2,2-dimethyl-7-methoxybenzofuran-4-yl)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran- 
4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

(4aR,8aS)-(cis)-4-(3,4-Dimethoxyphenyl)-2-(1,1-dioxohexahydro-1l 6 -thiopyran-4-yi)-4a f 5,8 
trahydro-2H-phthalazin-1 -one, 

(4aS,8aRHcisH-(3,4-Dimethoxyphenyl)-2-(1,1-dloxohexahydro-1l 6 -thiopyran-4-ylH^ 
trahydro-2H-phthalazin-1 -one, 

(cis)-4-(3-Cyclopentyloxy-4-methoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 8 -thiopyran-4-yl)-4a,5,8,8a- 

tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1^ 

2H-phthalazin-1-one f 

(4aS,8aR)-4-(3,4-Diethoxyphenyi)-2-(1-methanesulfonyl-piperidin-4-yl)-4a f 5,8,8a-tetrah 
phthalazin-1-one, 

(4aS,8aR)-2-(1 -Acetyl-piperid^^ 
1-one, 
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5-{4_[(4aS,8aR)-4-(3^Diethox 
1-yl}-5-oxo-pentanoic acid, 
(4aS,8aRM-(3,4-Diethoxyphenyl)-2-[1-(1^ 
hydro-2H-phthalazin-1-one t 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8 J 8a^ 
carboxylic acid tert-butylamide, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8,8a^^ 
carboxylic acid phenylamide, 
(cis)r4-[4-(7-Methoxy-2,2-dimethy^^ 
phthalazin-2-yl]-piperidine-1 -carboxylic acid tert-butylamide, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(5^imet^ 
4a,5 I 8 I 8a-tetrahydro-2H-phthalazin-1-one, 
(4aS,8aR)-4-(3,4-Dimethoxypheny!)-2-[1-(4-nitro^^ 
phthalazin-1-one, 

(4a$,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin^ 
2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(morpholine-^^ 
hydro-2H-phthalazin-1 -one, 

(4aS3aR)-2-{1-[2-(4-Amino-3,5-dichloro-phenyl)-2-oxo-ethyl]-piperidin-4-yl}-4- 
phenylHa.S.B^a-tetrahydro^H-phthalazin-l-one, 
4-(3,4-Dimethoxyphenyl)-2-[1-(1-methyl-1H-pyrazolo[3,4-d]pyrimidin-4-yl 
4a,5,8 l 8a-tetrahydro-2H-naphthalen-1-one, 

(4aS l 8aR)-4-(3 l 4-Dimethoxyphenyl)-2-(1-thieno[2,3-d]pyrimidin^-yl-piperidin^^ 
hydro-2H-phthaiazin-1 -one, 

(4aS l 8aR)-4-(3 I 4-Dimethoxyphenyl)-2-(1-pyrimidin-2-yl-piperidin-4-yl)-4a,5 t 8,^ 
phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2-ox^ 
tetrahydro-2H-phtha!azin-1-one, 

4-(3 I 4-Dimethoxyphenyl)-2-(1-isopropyl-piperidin-4-yl)-4a,5 t 8,8a-tetrahydro-2H-phthala 

(4aS f 8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(2^^ 

tetrahydro-2H-phthalazin-1-one, 

(4aS,8aR)-4-(3 f 4-Dimethoxyphenyl)-2-(1-ph^^ 

lazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(m^ 
hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(1-pyridin-3-ylmethyl-piperidin-4-yl)-4a,5 I ^ 
2H-phthalazin-1 -one, 

(4aS,8aRH-(3,4-Dimethoxy-phenyl)-2-(1-pyridin-2-ylmethyl-piperidin-4-yO^^^ 
2H-phthalazin-1-one f 



WO 03/074055 



PCT/EP03/01876 



-79- 

(4aS;8aRM-(3,4-Diethoxypte^ 
hydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3 l 4-Diethoxyphenyl)-2-(1-{2-[4-(2-dimethylamino-et^ 

peridin-4-yl)-4a,5 t 8,8a-telrahydro-2H-phthalazin-1-one t 

2-{4-[(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-1^^ 

din-1-yl}-2H-isopropyl-acetamide, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-^ 

tetrahydro-2H-phthalazin-1 -one, 

l^l-^-^aS.SaRM-^-Dimethoxyph 

ridin-l-ylJ-methanoylH-ethyl-piperazine^.S-dione, 

4-(2-{4-[(4aS,8aRH-(3 l 4-Dimethoxy-phenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phthaIazin^ 
ridin-1-yl}-ethanoylamino)-benzoic acid ethyl ester, 

2-{4-[(4aS,8aR)-4-(3 ? 4-DimethoxyphenyO 

din-1-yl}-2H-acetamide and the histamine receptor antagonist is selected from the group consis- 
ting of 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1H-azepin-4-yl)-1(2H)phthalazinone 
[INN: AZELASTINE], (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic 
acid [INN: CETIRIZINE], 8-chloro-6,11-dihydro-11-(4-piperidylidene)-5H-benzo[5,6]cyclohepta- 
[1 ,2-b]pyridine [INN: DESLORATADINE], (plus/minus)-p-[1-hydroxy-4-[4-(hydroxydiphenylmeth- 
yi)piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXOFENADINE], ethyl 4-(8-chloro-5,6- 
dihydro-1 1 H-benzo[5,6]cyclohepta[1 ,2-b]pyridin-1 1-ylidene)-1-piperidinecarboxylate [INN: LORA- 
TADINE], 2-[N-[1-(4-fluorobenzyl)-1H-benzimidazol-2^ 

4(3H)-one [INN: MIZOLASTINE] and l^p-tert-butylphenyO^^-falpha-hydroxydiphenylmethylJ-r- 
piperidylj-butanoi [INN: TERFENADINE]. 

34. A kit according to claim 30 or 33, wherein the histamine receptor antagonist is selected from the 
group consisting of 8-chloro-6 l 11-dihydro-11-(4-piperidylidene)-5H-benzo[5 f 6]cyclohepta-[1 f 2-b]- 
pyridine [INN: DESLORATADINE], ethyl 4-(8-chloro-5 l 6-dihydro-11H-benzo[5,6]cyclohepta[1,2-b]- 
pyridin-11-ylidene)-1-piperidinecarboxy!ate [INN: LORATADINE], a pharmaceutical^ acceptable 
salt or solvate thereof, or a solvate of an salt thereof. 

35. A method for the treatment of a respiratory disease comprising administering to a patient In need 
thereof (a) an effective amount of a PDE4 inhibitor, a PDE3/4 inhibitor or a pharmaceutical^ 
acceptable derivative thereof and (b) an effective amount of a histamine receptor antagonist or a 
pharmaceutically acceptable derivative thereof. 

36. A method according to claim 35, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-dichloropyrid-4-yl)-benz- 
amide [INN: ROFLUMILAST] and (-J-cis-Q-ethoxy-S-methoxy^-methyl-I^.S^^a.lOb-hexahydro- 
6-(4-diisopropylaminocarbonyiphenyl)-benzo-[c][1 ,6]naphthyridine [INN: PUMAFENTRINE]. 
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37. A method according to claim 35, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of 
(cisM-(2,3-Dihydro-2,2-dimethyl-7-m^ 
4a,5,8 l 8a-tetrahydro-2H-phtha!azin-1-one, 
(cisM-(3,4-Dimethoxypheny))-2^ 
phthalazin-1-one, 

(cisH-(3,4-Dimethoxyphenyi)-2-(1^xo-h^ 
phthalazin-1-one, 
(cisH-(3-Chloro^-methoxyphen 
lazin-1-one, 

(clsH-(3-Chloro-4-methoxyphenyl)-2-(1-oxcHh^^^ 
2H-phthalazin-1-one, 

(cis)-4-(3,4-Diethoxyphenyl)-2-(1 .l-dioxohexahydro-ll^thiopyran^-ylHa.S.S.Sa-tetrahydro^H- 
phthalazin-1-one, 

(cisH^.S-Dihydro^^-dimethyi-y-methoxybenzofuran^-yO^I ,1-dioxohexahydro-1l 6 -thiopyran- 

4- yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 
(4aR,8aS)-(cisH-(3,4-DimethoxyphenyI)-2-(1^^^ 
trahydro-2H-phthalazin-1 -one, 
(4aS,8aRHcis)-4-(3,4-Dimethoxyphenyl)-2-(1^ 
trahydro-2H-phthalazin-1-one, 

(cis)-4-(3-Cyclopentyloxy-4-methoxyphenyl)-2-(1 ,1 -dioxohexahydro-1 l 6 -thiopyran-4-yl)-4 a »5. 8 « 8a - 

tetrahydro-2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(toiuene-4-su^ 

2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-(1-meto 
phthalazin-1-one, 

(4aS,8aR)-2-(1-Acetyl-piperidin-4-yl)-4-(3,4-diethoxyphenyl)-4a,5 I 8,8a-tetrahydro-2H 
1-one, 

5- {4-[(4aS,8aR)-4-(3 l 4-Diethoxy-phenyl)-1-oxo-4a l 5,8,8a-tetrahydro-1H-phthalazin^^ 
1-yl}-5-oxo-pentanoic acid, 
(4aS,8aR)-4-(3,4-Diethoxyphenyl)-2-[1-(1-py^ 

hydro-2H-phthaiazin-1 -one, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1 H-phthalazin-2-yl]-piperidine-1- 

carboxylic acid tert-butylamide, 

4-[(4aS,8aR)-4-(3,4-Diethoxyphenyl)-1-oxo-4a,5^^ 

carboxylic acid phenylamlde, 

(cis)-4-[4-(7-Methoxy-2,2-dimethyl-2,3-dihyd 

phthalazin-2-yl]-piperidine-1 -carboxylic acid tert-butylamide, 
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(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(5-dime^ 
4a,5 f 8,8a-tetrahydro-2H-phthalazin-1-one, 
(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(4-nitro^^ 
phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-(^ 
2H-phthalazin-1-one, 

(4aS,8aR)-4-(3,4-Dimethoxypheny))-2-[1-(morphoH^ 
hydro-2H-phthalazin-1-one, 
(4aS,8aR)-2-{1-[2-(4-Amlno-3,5-dichlo^ 
phenyl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

4-(3,4-Dimethoxyphenyl)-2-[1 -(1 -methyl-1 H-pyrazolo[3,4-d]pyrimidin-4-yl)-piperidin-4-yl]- 

4a,5,8 t 8a-tetrahydro-2H-naphthalen-1-one, 

(4aS,8aRM-(3,4-Dimethoxyphenyl^ 

hydro-2H-phthalazin-1 -one, 

(4aS,8aRM-(3,4-Dimethoxyphenyl)-2-(1-pyri^ 

phthalazin-1-one, 

(4aS,8aRM-(3,4-Dimethoxyphe^^ 

tetrahydro-2H-phthalazin-1-one, 

4-(3,4-Dimethoxyphenyl)-2-(1-isopropyl-p^ 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-^ 

tetrahydro-2H-phthalazin-1 -one, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-^^ 

lazin-1-one, 

(4aS,8aR)-4-(3 f 4-Diethoxyphenyl)-2-[1-(morpholine-4-carbonyl)-piperidin-4-y!]-4a 
hydro-2H-phthalazin-1 -one, 

(4aS f 8aR)-4-(3 > 4-Djmethoxyphenyl)-2-(1-pyridin-3-ylmethyl-pjperidin-4-ylH 
2H-phthalazin-1-one f 

(4aS,8aR)-4-(3,4-Dimethoxy-phenyl)-2-(1-p^ 
2H-phthalazin-1-one, 

(4aS,8aRM-(3,4-Diemoxyphenyl)-2-[1^ 

hydro-2H-phthalazin-1-one, 

(4aS,8aRM-(3,4-Diethoxyphenyl)-2-(1^ 

piperidin-4-yl)-4a,5,8,8a-tetrahydro-2H-phthalazin-1-one, 

2H4-[(4aS,8aRH-(3,4-Dimethoxyphenyl)-1-oxo-4a,5,8,8a-tetrahydro-1H-phtha^ 
din-1-yl}-2H-isopropyi-acetamide, 

(4aS,8aR)-4-(3,4-Dimethoxyphenyl)-2-[1-(4-1,2 I 3-thiadiazol-4-yl-benzy^ 
tetrahydro-2H-phtha!azin-1 -one, 
H1-{4-[(4aS,8aR)-4-(3,4-Dimethox^ 
ridin-1-yl}-methanoyl>4-ethyl-piperazine-2,3-dione ( 
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4-(2-{4-[(4aS t 8aR)-4-(3ADimethoxy-phenyl)-1-oxo-4a > 5,8 l 8a-tetrahydro-1H 
peridin-1-yl}-ethanoylamlno)-benzoic acid ethyl ester and 
2^4-[(4aS,8aR)-4-(3,4-Dimethoxy 
din-1-yl}-2H-acetamide. 

38. A method according to any of claims 35 to 37, wherein the histamine receptor antagonist is 
selected from the group consisting of 4-[(4-chlorophenyl)methyl]-2-(hexahydro-1-methyl-1H- 
azepin-4-yl)-1(2H)phthalazinone [INN: AZELASTINE], (plus/minus)-[2-[4-(p-chioro-alpha-phen- 
ylbenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: CETIRIZINE], 8-chloro-6,11-dihydro-11-(4-pipe- 
ridylidene)-5H-benzo[5,6]cyclohepta-[1,2-b]pyridine [INN: DESLORATADINE], (plus/minus)-p-[1- 
hydroxy-4-[4-(hydroxydiphenylmethyl)piperidino]-butyl]-alpha-methylhydratropic acid [INN: FEXO- 
FENADINE], ethyl 4-(8-chloro-5,6-dihydro-1 1 H-benzo[5,6]cyclohepta[1 ,2-b]pyridin-1 1-ylidene)-1 - 
piperidinecarboxylate [INN: LORATADINE], 2-[N-[1-(4-fluorobenzyl)-1H-benzimidazol-2-yl]-4-pipe- 
ridinyl]-N-methyI-amino]pyrlmidin-4(3H)-one [INN: MIZOLASTINE] and 1-(p-tert-butylphenyl)-4-[4 l - 
(alpha-hydroxydiphenylmethyl)-r-piperidyl]-butanol [INN: TERFENADINE]. 

39. A pharmaceutical composition according to any of the claims 1 to 7, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 3-Cyc!opropylmethoxy-4-difluorometh- 
oxy-N-(3,5-dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutical^ acceptable 
salt, solvate or N-oxide thereof, or solvate of an salt or N-oxide thereof, and the histamine recep- 
tor antagonist is selected from the group consisting of [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1 ! - 
piperazinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE] and its pharmaceutical^ acceptable 
derivatives. 

40. A pharmaceutical product according to any of the claims 17 to 19, wherein the PDE4 inhibitor or 
PDE3/4 inhibitor is selected from the group consisting of 3-Cyclopropylmethoxy-4-difluorometh- 
oxy-N-(3,5-dichloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutical^ acceptable 
salt, solvate or N-oxide thereof, or solvate of an salt or N-oxide thereof, and the histamine recep- 
tor antagonist is selected from the group consisting of [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1- 
piperazinyl]ethoxy]-acetic acid [INN: LEVOCETIRIZINE] and its pharmaceutical^ acceptable 
derivatives. 

41. A pharmaceutical composition according to claim 9, wherein the PDE4 inhibitor or PDE3/4 inhibi- 
tor is selected from the group consisting of 3-Cyc!opropylmethoxy-4-difluoromethoxy-N-(3,5-di- 
chloropyrid-4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutical acceptable salt, solvate or 
N-oxide thereof, or solvate of an salt or N-oxide thereof, and the histamine receptor antagonist is 
selected from the group consisting of (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-pipera- 
zinyl]ethoxy]-acetic acid [INN: CETIRIZINE] and its pharmaceutical^ acceptable derivatives. 
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42. A pharmaceutical product according to claim 21, wherein the PDE4 inhibitor or PDE3/4 inhibitor is 
selected from the group consisting of a-Cyclopropylmethoxy^-difluoromethoxy-N^S.S-dichloro- 
pyrid-4-yl)-benzamide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate or 
N-oxide thereof, or solvate of an salt or N-oxide thereof, and the histamine receptor-antagonist is 
selected from the group consisting of (plus/minus)-t2-[4-(p-chloro-alpha-phenylben2yl)-1-pipera- 
zinyl]ethoxy]-acetic acid [INN: CETIRIZINE] and its pharmaceutical^ acceptable derivatives. 

43. Use of a pharmaceutical composition/product according to any of the claims 39 to 42 in the manu- 
facture of a medicament for the treatment of respiratory diseases. 

44. A kit according to claim 28 or 29, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of 3-Cyclopropylmethoxy-4-dif!uoromethoxy-N-(3,5-dichloropyrid-4-yl)-benz- 
amide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or 
solvate of an salt or N-oxide thereof, and the histamine receptor antagonist is selected from the 
group consisting of [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1-piperazinyi]ethoxy]-acetic acid [INN: 
LEVOCETIRIZINE] and its pharmaceutical^ acceptable derivatives. 

45. A kit according to claim 30, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from the 
group consisting of S-Cyclopropylmethoxy^-difluoromethoxy-N^S.S-dichloropyrid^-yO-benz- 
amide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or 
solvate of an salt or N-oxide thereof, and the histamine receptor antagonist is selected from the 
group consisting of (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic 
acid [INN: CETIRIZINE] and its pharmaceutical^ acceptable derivatives. 

46. A method according to claim 35, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of 3-Cyclopropylmethoxy-4-difIuoromethoxy-N-(3,5-dichloropyrid-4-yl)-benz- 
amide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or 
solvate of an salt or N-oxide thereof, and the histamine receptor antagonist is selected from the 
group consisting of [2-[4-[(R)-p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic acid [INN: 
LEVOCETIRIZINE] and its pharmaceutical^ acceptable derivatives. 

47. A method according to claim 35, wherein the PDE4 inhibitor or PDE3/4 inhibitor is selected from 
the group consisting of 3-Cyclopropylmethoxy-4-difluoromethoxy-N-(3,5-dichloropyrid-4-yl)-benz- * 
amide [INN: ROFLUMILAST], a pharmaceutical^ acceptable salt, solvate or N-oxide thereof, or 
solvate of an salt or N-oxide thereof, and the histamine receptor antagonist is selected from the 
group consisting of (plus/minus)-[2-[4-(p-chloro-alpha-phenylbenzyl)-1-piperazinyl]ethoxy]-acetic 
acid [INN: CETIRIZINE] and its pharmaceutical^ acceptable derivatives. 



